U.S. Serial No. 10/626,941 

Amendement Dated 8 October 20, 2004 

Response of Office Action mailed November 1, 2004 

Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of the claims in the 
application: 

Listing of Claims: 



Claim 1 (currently amended) A method for the treatment or provont i on 
of conditions or diseases of the gastrointestinal tract involving an overproduction 
of nitric oxide (NO) by inducible nitric oxide synthase (iNOS), in a subject in need 
of such treatment or prevention, said method comprising administering to the 
subject an anti-inflammatory effective amount of an inducible nitric oxide 
synthase selective inhibitor or pharmaceutical^ acceptable salt thereof or 
prodrug thereof, wherein the inducible nitric oxide synthase inhibitor is s e l e ct e d 
from th e group consist i ng of: 
a compound hav i ng Formul a I 




4 



wh e r ei n: 

R 4 i s s el ected from the group cons i st i ng of H, ha l o and alky l which 
may b e opt i onal l y subst i tuted by one or mor e h al o; 

R 2 i s s ol oct o d from the group cons i sting of H, ha l o and alkyl which 
may bo opt i on all y substituted by one or more halo; 
with the proviso that at l east one of R 4 -oe-R 2 conta i ns a halo; 

R 7 i s selected from the group cons i st i ng of H and hydroxy; 
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J is s olo ctod from tho group cons i sting of hydroxy, a l koxy, and 
MR^R Svhoro i n; 

R^is so l octod from tho group consisting of H, l owor a l ky l , lowor 
a l ky l ony l and l owor a l kyny l ; 

R 4 is so l octod from th o group cons i st i ng of H, and a hot o rocyc li c ring i n 
which at l o ast on o mombor of tho ring i s carbon and i n which 1 to about 4 
heteroatoms aro ind e p e nd e nt l y s el ect e d from oxyg e n, nitrog e n and su l fur 
a«d — said — h e t e rocyc li c — rmg — may — be — optiona ll y — subst i tut e d — with 
h e t e roary l amino, — N - ary l- N - a l ky l amino, — N - h e t e roary l amino-N - a l kylamino, 

ha l o al ky l thio, alkanoy l oxy, alkoxy, hotoroaralkoxy, cycloalkoxy, 

cyc l oa l k o nyloxy, hydroxy, am i no, thio, nitro, l owor alky l amino, alky l th i o, 
a l kylthioa l ky l , arylam i no, aralky l amino, arylth i o, a l ky l su l f i nyl, a l kylsu l fonyl, 

a l kylsulfonamido, a l ky l am i nosu l fony l , — — a m i dosu l fony l , monoa l ky l 

am i dosu l fony l , dialky l amidosulfony l , monoarylam i dosu l fony l , 

ary l su l fonamido, d i ary la midosu l fony l , monoa l ky l monoaryl am i dosu l fony l , 

ary l su l finyl, ary l su l fony l , h e t e roary l th i o, h e t e roarylsulfinyl, 

hotoroary l su l fony l , — a l kanoyl, — a l konoy l , — aroyl, — hotoroaroy l , — ara l kanoyl, 
h o t o roaralkanoyl, — ha l oa l kanoyl, — alkyl, — a l k o nyl, — a l kyny l , — a l ky l onodioxy, 
ha l oa l ky l onod i oxy, cyc l oa l ky l , cyc l oa l konyl, lowor cyc l oa l kyla l ky l , lowor 

cyc l oa l k e nyl al kyl, ha l o, halo al ky l , haloa l koxy, h y d roxy h a I oa I ky I , 

hydroxyara l ky l , hydroxya l ky l , hydoxyhotoroara l ky l , h al oalkoxya l ky l , aryl, 
ara l kyl, ary l oxy, ara l koxy, aryloxya l kyl, saturat e d h e t o rocyc l yl, part i a ll y 
saturat e d — hotorocyc l y l , — hotoroaryl, — hotoroary l oxy, — h oto roa ry I oxya I ky I , 
ary lal kyl, — hotoroary l a l ky l , — ary l a l konyl, — h o toroary l alkeny l , — cyanoa l kyl, 

d i cyano al ky l , carboxam i doa l ky l , d i carboxamidoa l kyl, 

cyanoc a rboa l koxya l kyl, carboalkoxya l ky l , dic a rboalkoxyalkyl, 

cyanocyc l o a lkyl, dicyanocyclo al ky l , carboxamidocyc l oa l kyl, 

dicarboxamidocycloa l kyl, carboalkoxycyanocycloa l kyl, 

carboa l koxycyc l oalky l , — d i carboa l koxycyc l oa l kyl, — formyla l ky l , — acy l alkyl, 
d ial koxyphosphonoa l ky l , d i ara l koxyphosphonoa l kyl, phosphonoa l ky l , 
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d i alkoxyphosphonoa l koxy, diara l koxyphosphonoa l koxy, 

phosphonoa l koxy, d i a l koxyphosphonoalky l amino, 

diara l koxyphosphonoa l kylam i no, phosphonoa l ky l amino, 

d i a l koxyphosphonoa l ky l , d i aralkoxyphosphonoalky l , guan i d i no, am i d i no, 
and acy la m i no; 

a compound having a structure corresponding to Formula II 




wherein X is selected from the group consisting of -S-, -S(O)-, and -S(0) 2 -, 
R 12 is selected from the group consisting of CrC 6 alkyl, C2-C 6 alkenyl, C 2 -C 6 
alkynyl, C1-C5 alkoxy-Ci alkyl, and C r C 5 alkylthio-Ci alkyl wherein each of these 
groups is optionally substituted by one or more substituent selected from the 
group consisting of -OH, alkoxy, and halogen, R 18 is selected from the group 
consisting of -OR 24 and -N(R 25 )(R 26 ), and R 13 is selected from the group 
consisting of -H, -OH, -C(0)-R 27 , -C(0)-0-R 28 , and -C(0)-S-R 29 ; or R 18 is -N(R 30 )- 
, and R 13 is -C(O)-, wherein R 18 and R 13 together with the atoms to which they are 
attached form a ring; or R 18 is -0-, and R 13 is -C(R 31 )(R 32 )-, wherein R 18 and R 13 
together with the atoms to which they are attached form a ring, wherein if R 13 is - 
C(R3 21 )(R 32 )-, then R 14 is -C(0)-0-R 33 ; otherwise R 14 is -H, R 11 , R 15 , R 16 , and 
R 17 independently are selected from the group consisting of -H, halogen, C r C 6 
alkyl, C 2 -C 6 alkenyl, C 2 -C 6 alkynyl, and C r C 5 alkoxy-Ci alkyl, R 19 and R 20 
independently are selected from the group consisting of -H, CrC 6 alkyl, C 2 -C 6 
alkenyl, C 2 -C 6 alkynyl, and C1-C5 alkoxy-d alkyl, R 21 is selected from the group 
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consisting of -H, -OH, -C(0)-0-R 34 , and -C(0)-S-R 35 , and R 22 is selected from the 
group consisting of -H, -OH, -C(0)-0-R 36 , and -C(0)-S-R 37 ; or R 21 is -0-, and R 22 
is -C(O)-, wherein R 21 and R 22 together with the atoms to which they are attached 
form a ring; or R 21 is -C(O)-, and R 22 is -0-, wherein R 21 and R 22 together with the 
atoms to which they are attached form a ring, R 23 is Ci alkyl, R 24 is selected 
from the group consisting of -H and C r C 6 alkyl, wherein when R 24 is Ci-C 6 alkyl, 
R 24 is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, R 25 is selected from 
the group consisting of -H, alkyl, and alkoxy, and R 26 is selected from the group 
consisting of -H, -OH, alkyl, alkoxy, -C(0)-R 38 , -C(0)-0-R 39 , and -C(0)-S-R 40 ; 
wherein when R 25 and R 26 independently are alkyl or alkoxy, R 25 and R 26 
independently are optionally substituted with one or more moieties selected from 
the group consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl; or R 25 is -H; 
and R 26 is selected from the group consisting of cycloalkyl, heterocyclyl, aryl, and 
heteroaryl, R 27 , R 28 , R 29 , R 30 , R 31 , R 32 , R 33 , R 34 , R 35 , R 36 , R 37 , R 38 , R 39 , and R 40 
independently are selected from the group consisting of -H and alkyl, wherein 
alkyl is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, wherein when any of 
R 11 , R 12 , R 13 , R 14 , R 15 , R 16 , R 17 , R 18 , R19 9 , R 20 , R 21 , R 22 , R 23 , R 24 , R 25 , R 26 , R 27 , 
R 28 , R 29 , R 30 , R 31 , R 32 , R 33 , R 34 , R 35 R 36 , R 37 , R 38 , R 39 , and R 40 independently is a 
moiety selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy, 
alkylthio, cycloalkyl, heterocyclyl, aryl, and heteroaryl, then the moiety is 
optionally substituted by one or more substituent selected from the group 
consisting of -OH, alkoxy, and halogen; 

and wherein the compound is selected from the group consisting of: 




2HCI 
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S-r2-r(1-lminoethvl)amino1ethvn-2-methvl-L-cvsteine. dihydrochloride; 



NH H 3 COH 2 C NH 2 
H 3 C N C0 2 H 
2HCI 



2-frr2-r(1-lminoethvl)amino1ethvnthio1methvn-Q-methvl-D-serine, 

dihydrochloride; 



NH H 3 CH 2 C NH 2 

H 3 C N C0 2 H 
2HCI 



S-r2-r(1-lminoethvl)amino1ethvn-2-ethvl-L-cvsteine, dihydrochloride; 



CH 3 

NH H 3 C-i NH 2 

H 3 CT" N' /VVx/S ^"^C0 2 H 
2HCI 



2-rrrr2-(1-lminoethv0amino1ethvl1thiolmethvll-D-valine. dihydrochloride: 
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NH h 3 C NH 2 

H 3 C N ^ C0 2 H 
H 

2TFA 

S-r2-(1-lminoethvlamino)ethvn-2-methvl-(D/L)-cvsteine. bistrifluoroacetate: 



NH O H 3 C NH 2 

H 3 cr" n ^^ s \^xo 2 h 

H 2HCI 



f2ff)-2-Amino-3rr2-r(1-iminoethvl)amino1ethvl1sulfinvn-2-methvlpropanoic 

acid, dihvdrochloride; and 




H,C N 



5 H 3 C nN h 2 
C0 2 H 



2HCI 



(2/?)-2-Amino-3rr2-r(1-iminoethvl)amino1ethvl1sulfonvn-2-methvlpropanoic 
acid dihvdrochloride. 

a compound r e pr e sontod by Formu l a III 




whoro i n: 

R 44 i s H or methyl; and 
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R 43 is H or mothy l ; 

a compound of formu l a I V 




NH 2 

[Vi 

a compound of Formu l a V: 



R 



43 



h \ y 



R 44 R 45 NH 2 




C0 2 H 



NH . 



V 

wh e r e in: 

R 43 i s soloctod from tho group cons i sting of hydrogen, ha l o, CU -G^al ky l and 
a lky l substitut e d by a l koxy or on e or mor e h al o; 

R 44 is s e l e ct e d from the group cons i st i ng of hydrog e n, halo, C ^-G^ a l ky l and C 4-C5 
a l ky l substitut e d by alkoxy or on e or mor e halo; 

R 45 4s-G4-Gs a l ky l or C 4-G5 a l ky l be substitut e d by al koxy or on e or mor e ha l o; 
a compound of Formu la V I : 



C0 2 H 
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wh e rein: 

R^-is-G^-Gs- a l kyl, said C ^-G^ d\ky \ optional l y substituted by ha l o or alkoxy, said 
a l koxy opt i onally substitut e d by ono or moro ha l o; 
a compound of Formula V I I 




C0 2 H 



wher e in: 

R 47 i s s o l o ct o d from th o group consisting of hydrogen, halo, G rG^ a l ky l and C 4-G5 



alky l subst i tuted by alkoxy or ono or mor e ha l o; 

R 4 * i s soloctod from tho group consisting of hydrog o n, ha l o, CU -Cs- alky l and C 1-G5 
a l ky l substituted by a l koxy or ono or moro halo; 

R^-is-G^-Gs alkyl or a l ky l bo subst i tut e d by a l koxy or on o or mor e halo; 
a compound of Formula V III 




wh e r ei n: 
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R^-is-Gi-G^ a l ky l , sa i d C ^^ a l ky l opt i ona ll y subst i tut e d by h al o or al koxy, sa i d 
a l koxy opt i ona ll y subst i tut e d by on e or mor e halo; 
a compound of formu l a I X 




wh e r e in: 

R 50 i s s ele ct e d from th e group cons i st i ng of hydrogen, ha l o, and C 4-C5 
a l ky l , said C ^-G^ a l ky l optiona l ly subst i tut e d by ha l o or a l koxy, sa i d al koxy 
optiona ll y subst i tut e d by on e or mor e halo; 

i s so l octod from th e group cons i sting of hydrogon, ha l o, and C 4.-G5 
a l ky l , said d -Gs- a l ky l optionally substitut e d by halo or alkoxy, said a l koxy 
optiona l ly substituted by on e or mor e h al o; 

R §2 4s^-C5-al kyl, S aid CU -Gs- o l ky l optiona l ly substituted by halo or a l koxy, 
sa i d a l koxy opt i ona ll y subst i tut e d by on e or mor e halo; 
R 53 i s s ele ct e d from the group cons i sting of hydrog e n, halo, andCV G§ 
alky l , sa i d C ^-Gs- a l ky l opt i ona ll y subst i tut e d by halo or alkoxy, sa i d alkoxy 
optiona l ly substitut e d by on e or more halo; and 

R^i s s ele ct e d from tho group consisting of ha l o and (V G^ a l kyl, said C4- 
G^ alky l opt i ona l ly subst i tut e d by halo or a l koxy, said alkoxy opt i onal l y 
subst i tut e d by on e or mor e ha l o; 



a compound of formu l a X 
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NH 

X 

wh e r ei n: 

R &§ 4s-G 4 -G ^a l kyl, sa i d C r-G^ a l ky l opt i ona ll y subst i tut e d by ha l o or al koxy, 
sa i d a l koxy optional l y subst i tut e d by on e or mor e halo. 

a compound having the formula XI : 









T H V N 



NH 



NH2 



2S - amino 6 [(1 - im i no e thy l )am i no] - N - (1H - t e trazo l- 5 - y l ) h e xanam i d e , hydrat e , 
d i hydrochlorid e 



A compound of formula X II : 



CH, 



HoN N' 



XH 



^C0 2 H 



,79 



where i n R * 8 i s s o l o ctod from C 4-4 a l ky l , cycloalky l , C-4-4 hydroxya l ky l , 
and C 4-4 haloa l kyl; 

a compound of Formu l a X II I, Formula XIV or Formula XV: 
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Q R 



58 



(C(R 70 )H) m 



(C(R 67 )H) q — (C(R DO )H) r — C (C(R DM )R'°) n — A 



,68 



69v D 75x 



V 



R 



72 



II 



N 



W 



Formu l a X II I; 




•(C(R 69 )R 75 ) n — A 



N 



N 



Formu l a X I V; or 
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V 



67 — ,— (c(R 68 )H) r -(- D 4r° 69xd75x 



(C(R°')H) q - 



(C(R )R ) n A 



X 



w- 



N 



Formula XV; 



wh e r ei n: 

A is R ^V-QR 5 6 , C(Q)N(R 56 )R 57 , P(0)[N(R 5€ )R §? } 2r -N(R §6 )C ( Q)R 5? r - 
N(R 76 )C(Q)QR §6 r -N(R S6 )R 76 T 

N(R^ )C(0)N(R §6 )R ? 4 , S(0) t R §6 T -SQ 2 NHC(Q)R § 6 , NHS0 2 R w T - 

SQ 2 NH{R 56 )H, C(0)NHS0 2 R w , and CH-NOR ^ 
ea ch X, Y and Z arc i ndependent l y N or C(R ^ 

each U is N or C(R 6Q ), provided that U is N only when X is N and Z and Y are 

CP 74 - 

V i s N(R S9 ), S, O or CCR 58 )^ 
EachW i sNorCH; 

Q is chos e n from th e group consist i ng of a d i r e ct bond, - C(O) , O , CC-N - R 56 )-^ 

S(0) t , and N(R e4 H 

m i s z e ro or an i nt e g e r from 1 to A ; 

n i s z e ro or an i nt e g e r from 1 to 3; 

q i s z e ro or on e ; 

r i s z e ro or on e , prov i d e d that wh e n Q and V ar e h e t e roatoms, m, q, and r cannot 
a ll b o z e ro; 

wh e n A i s OR 56 T 44(R 56 )C(0)R §7 T -N(R 74 )C(0)OR 5? T -N(R 5S )R ?6 - 

N(R ?4 )C(0)N(R § 6 )R^ , S(0) fc m (whoro t i s zoro), or NHSQg R 77 , n, q, and r 



-14- 



U.S. Serial No. 10/626,941 

Amehdement Dated 8 October 20, 2004 

Response of Office Action mailed November 1 , 2004 

cannot a ll bo zoro; and whon Q i s a hotoroatom and A is QR §6 - r 44fR §6 )C(0)R §? — 
M(R ^)C(Q)OR ^H^ §6 )R ?6 r^(R^ )C(Q)N(R §6 )R ?4 ^-S(G) t R §e (wh e n t i s z e ro), or 

NHSO 2R 77 , m and n cannot both bo zero; 
t i s z e ro, on e or two; 




i s an optiona l ly subst i tut e d N hot o rocyc l y l ; 



-e- . , „.,., : 

^ — is an opt i ona l ly subst i tut e d carbocyc l y l or opt i ona ll y subst i tut e d 
N - h e t e rocyc l y l ; 

each R 56 and R 57 ar e ind e p e nd e nt l y chos e n from th e group cons i st i ng of 
hydrog e n, opt i onally substitut e d C 4-G20 al ky l , optiona l ly subst i tut e d cycloalky l , 
~[G Q -G 8 a l ky l ] R^^Gg-Gg a l kony l ] R 64 ^^ alkyny l ] R ^H^-Cg a l kyl] R 65 
(opt i onal l y substitut e d by hydroxy), — [G^-Gg^R 66 (optiona l ly subst i tut e d by 
hydroxy), opt i ona ll y subst i tut e d h e t e rocyc l yl; 

Of-R 56 and R^ 7 tog e th e r w i th th e n i trog e n atom to which th e y are attached i s an 
opt i on all y subst i tut e d N - h e t e rocycly l ; 

R 58 i s chos e n from th e group cons i st i ng of hydrog e n, a l kyl, cyc l oa l ky l , optiona ll y 

subst i tut e d aryl, ha l oa l ky l , [C 4 ~Gg a l ky l ] C(Q)N(R §6 )R §7 7 

-{Gi-Gs a l ky l ] ^R ^V^-Cg a l kyl] R^Vf^-Gg al k2y l ] R ^ 

-{Gi-Gg a l ky l J - R 66 , and h e t e rocycly l (optional l y subst i tut e d by on e or mor e 

subst i tut e nts s ele ct e d from th e group consist i ng of ha l o, a l ky l , a l koxy and 

i m i dazo l y l ); 

or whon Q is N(R 58 ) or a d i r e ct bond to R ^r-R 58 may add i t i ona ll y b e 
aminocarbony l , 

a l koxyc a rbonyl, a l ky l sulfony l , monoalky l am i nocarbonyl, d i alky l aminocarbonyl and 
C(-NR 7a H4H 2 | 
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or Q R ^ t a k o n together represents C(0)OH, C(Q)N(R §6 )R §? -Gf 



,56 




o 



R is choson from th e group consisting of hydrogen, alky l , aryl, ara l kyl and 
cyc l oa l ky l ; 

Prov i ded th a t wh e n A is R 56 or OR ^VR 59 cannot b o hydrogen, and whon V is 
CH, R 59 may add i tiona l ly b e hydroxy; 

R m i s chos e n from the group cons i sting of hydrog e n, alky l , aryl, aralky l , ha l oa l kyl, 
o pt i on a l l y subst i tut e d ara l ky l , opt i ona ll y substitut e d aryl, -OR 74 , S(0) r R^7 

C(H)[C(0)R^ and [C 0 -G 8 a l ky l ] CtOMR ^^i 

R^ is chos e n from th e group cons i sting of hydrog e n, a l ky l , cyc l oalky l , 

-{Gi-Gg al ky l ] R ^^-Gg jalky l ] R^^-Gg alky l ] R 66 , a cy l , C(0)R 63 T 

- C(O) — [G4-G8 alky l j - R 63 , alkoxycarbonyl, optiona ll y substitut e d aryloxycarbony l , 

opt i ona ll y subst i tuted ara l koxycarbony l , a l ky l su l fony l , opt i on al ly substitut e d aryl, 

opt i ona l ly subst i tuted h o t o rocycly l , a l koxycarbony l a l ky l , carboxyalky l , optiona ll y 

substitut e d ary l su l fonyl, aminocarbony l , monoalky l aminocarbony l , 

dia l ky l aminocarbony l , optiona ll y subst i tut e d ary l am i nocarbony l , am i nosu l fony l , 

monoa l kyl a m i nosu l fony l d i a l kylam i nosu l fo n y l , ar ylaminosu l fony l , 

ary l su l fonyl a m i noc a rbony l , optiona ll y subst i tut e d N h e t e rocyc l y l , - C(=NH) - 

N(CN)R §€ , C(0)R ^-N(R §6 )R §? , C(O) N(R 56 )R 7g C(0)OR §6 i 

e ach R^ a nd R 64 ar e i nd e p e nd e ntly chos e n from the group cons i st i ng of 

ha l oalky l , 

cycloa l ky l , (opt i onal l y substitut e d with ha l o, cyano, alkyl or alkoxy), carbocyc l y l 
(optiona ll y subst i tut e d w i th one or mor e subst i tuents select e d from th e group 
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consisting of ha l o, a l ky l and al koxy) and hotorocycly l (opt i ona ll y subst i tuted w i th 
a l kyl, ara l ky l or alkoxy); 

eaeb-R 65 i s i ndepend e nt l y chos o n from th e group consisting of halo, a l koxy, 



substitut e d aryloxy, opt i ona l ly substituted aralkoxy, opt i ona ll y substitut e d S(0) r 
R 77 , acy l am i no, amino, monoa l ky l am i no, dia l ky l amino, (tr i phony l methyl)am i no, 
hydroxy, mercapto, a l ky l su l fonam i do; 

eaoh-R 66 i s i nd e p e nd e nt l y chosen from th e group cons i st i ng of cyano, 
d i (alkoxy)a l kyl, 

carboxy, a l koxycarbonyl, a m i nocarbony l , monoa l kylaminocarbonyl a nd 
d i a l kylam i nocarbony l ; 

oach R ^r-R^T-R^T-R^r-R 72 , and R 7 * are i ndepend e nt l y hydrogen or alky l ; 
eaeh-R 7 * i s ind e p e nd e ntly hydrogen, a l kyl, optiona ll y subst i tuted aryl, opt i ona ll y 
substitut e d aralkyl or cyc l oalkyl; 
R 73 is hydrog e n, NO g , or to l uen e sulfony l ; 

oach R 74 i s i nd e p e ndent l y hydrog e n, a l ky l (optiona ll y substituted with hydroxy), 
cyclopropyl, ha l o or ha l oalky l ; 

eaeh-R 76 is independ e ntly hydrogon, alkyl, cyc l oa l ky l , optional l y subst i tut e d ary l , 



Gf-R tak e n tog e th e r w i th R and th e nitrog e n to wh i ch th e y ar e attach e d is an 
opt i ona ll y 

substitut e d N - h e t e rocycly l ; 

ef-R 7 6 taken together w i th R 74 and th e nitrogen to wh i ch th e y ar e attached i s an 
opt i ona l ly 

substitut e d N heterocyc l yl; 

eaeh-R 7 7 is independ e nt l y alkyl, cyc l oa l kyl, opt i onal l y subst i tuted ary l or optionally 

substitut e d aralky l ; and 

R 76 is an am i no ac i d res i du e ; and 



opt i ona ll y 




PPA250 
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or a pharmaceutical^ acceptable salt or prodrug of any of said inducible nitric 
oxide synthase inhibitors. 

Claim 2 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is selected from the group consisting of 
inflammatory bowel disease, Crohn's disease, ulcerative colitis, peptic ulcer 
disease, gastric ulceration, duodenal ulceration, gastritis, ileitis, 
gastroesophageal reflux disease, irritable bowel syndrome, paralytic ileus and 
diarrhea. 

Claim 3 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is inflammatory bowel disease. 

Claim 4 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is Crohn's disease. 

Claim 5 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is ulcerative colitis. 

Claim 6 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is gastritis. 

Claim 7 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is ileitis. 
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Claim 8 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is peptic ulceration. 

Claim 9 (original) The method of claim 8 wherein the condition or 
disease of the gastrointestinal tract is gastric ulceration. 

Claim 10 (original) The method of claim 8 wherein the condition or 
disease of the gastrointestinal tract is duodenal ulceration. 

Claim 1 1 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is esophagitis. 

Claim 12 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is gastroesophageal reflux disease. 

Claim 13 (original) The method of claim 1 wherein the condition or 
disease of the gastrointestinal tract is irritable bowel syndrome. 

Claim 14 (original) The method of Claim 1 wherein the condition or 
disease of the gastrointestinal tract is selected from group consisting of peptic 
ulcer disease and gastritis, said method further comprising administering to the 
subject an amount of an antimicrobial compound or pharmaceutical^ acceptable 
salt thereof or prodrug thereof, wherein the amount of the inducible nitric oxide 
synthase selective inhibitor and the amount of the antimicrobial compound 
together constitute an amount effective against the condition or disease of the 
gastrointestinal tract. 

Claim 15 (original) The method of Claim 14 wherein the antimicrobial 
compound comprises an antibiotic compound. 

Claim 16 (original) The method of Claim 14 wherein the antimicrobial 
compound comprises at least one compound selected from the group consisting 
of the following: amoxicillin, clarithromycin, rifabutin, bismuth subsalicylate, 
metronidazole, and tetracycline. 
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Claim 17 (original) The method of Claim 1 further comprising 
administering to the subject an amount of an antisecretory compound or 
pharmaceutical^ acceptable salt thereof or prodrug thereof, wherein the amount 
of the inducible nitric oxide synthase selective inhibitor and the amount of the 
antisecretory compound together constitute an amount effective against the 
condition or disease of the gastrointestinal tract. 1 

Claim 18 (original) The method of Claim 17 wherein the antisecretory 
compound comprises a proton-pump inhibitor. 

Claim 19 (original) The method of Claim 17 wherein the antisecretory 
compound comprises omeprazole. 

Claim 20 (original) The method of Claim 17 wherein the antisecretory 
compound comprises an H 2 -receptor anatagonist. 

Claim 21 (original) The method of Claim 20 wherein the antisecretory 
compound comprises ranitidine. 

Claim 22. (currently amended) A method for the treatment or pr e v e nt i on 
of inflammatory conditions or diseases of the gastrointestinal tract involving an 
overproduction of nitric oxide (NO) by inducible nitric oxide synthase 
(iNOS) and microbial infection, in a subject in need of such treatment or 
prevention, said method comprising administering to the subject an amount of an 
inducible nitric oxide synthase selective inhibitor or pharmaceutically acceptable 
salt thereof or prodrug thereof, and an amount of an antimicrobial compound or 
pharmaceutically acceptable salt thereof or prodrug thereof, wherein the amount 
of the inducible nitric oxide synthase selective inhibitor and the amount of the 
antibiotic compound together constitute an amount effective against the condition 
or disease of the gastrointestinal tract, wherein the inducible nitric oxide synthase 
inhibitor is s ele ct e d from the group consist i ng of: 
a compound hav i ng Formu la I 
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H 



R' 



NH S 




NR 




4 



wh e r ei n: 

R 4 is s ele cted from the group consisting of H, halo a nd al ky l wh i ch 
may b e opt i onal l y subst i tuted by on e or mor e halo; 

R 2 is s ele ct e d from the group consisting of H, ha l o and a l ky l wh i ch 
may be opt i onally subst i tut e d by on e or mor e halo; 
w i th the proviso that at le ast on e of R 4 or R 2 conta i ns a h al o; 

R 7 is s ele ct e d from the group cons i st i ng of H and hydroxy; 



J is s el ect e d from th e group consist i ng of hydroxy, alkoxy, a nd 
NR 3 R^ whoro i n; 

R*~ is s ele cted from th e group cons i st i ng of H, l ow e r a l ky l , l ow e r 
al ky l eny l and l ow e r a l kynyl; 

R 4 is s ele ct e d from the group consisting of H, and a h e t e rocyc li c r i ng i n 
wh i ch at le ast on e m e mb e r of the r i ng i s c a rbon and i n wh i ch 1 to a bout 4 
hoteroatoms ar e ind e p e nd e ntly se le ct e d from oxyg e n, n i trogen and sulfur 
and — said — h e terocyc l ic — ring — may — be — optiona l ly — subst i tut e d — with 
h e t e roary l amino, — N - ary l- N -al ky l am i no, — N - hotoroary la m i no - N - a l ky la m i no, 

haloa l ky l th i o, a l kanoy l oxy, alkoxy, het e roar al koxy, cyc l oa l koxy, 

cyc l o a lk e ny l oxy, hydroxy, am i no, th i o, n i tro, l ow e r a l ky l am i no, a l ky l thio, 
a l ky l thioa l ky l , a rylam i no, ara l ky l am i no, ary l th i o, a l ky l su l finy l , alky l sulfonyl, 

a l kylsu l fonam i do, a l ky l am i nosu l fonyl, am i dosu l fony l , mono al ky l 

amidosu l fony l , dialky l a m i dosulfony l , mono a ry l amidosu l fony l , 

ary l su l fonamido, d i ary l am i dosu l fony l , monoa l kyl monoary l amidosu l fony l , 
ary l su l finy l , a ry l su l fonyl, h e t e ro a ry l th i o, h e t e ro a ry l su l finyl, 
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h e t e roary l su l fony l , — alkanoyl, — a l k e noy l , — aroy l , — h e t e roaroyl, — ara l kanoy l , 
hot e roara l kanoy l , — haloa l kanoyl, — alkyl, — a l k e ny l , — alkyny l , — a l kyl e n e d i oxy, 
ha l oa l ky l enod i oxy, cyc l oa l ky l , cycloa l kony l , l ow e r cyc l oalky l alkyl, l owor 

cycloa l kony l a l ky l , halo* ha l oa l ky l , halo al koxy, hydroxyhalo al ky l , 

hydroxy a ra l ky l , hydroxya l ky l , hydoxyhotcroaralkyl, ha l oa l koxy al ky l , a ry l , 
ara l ky l , a ry l oxy, ar al koxy, ary l oxyalky l , saturated h e t e rocyclyl, part i a ll y 
saturat e d — h e t e rocyc l y l , — hoteroary l , — h e toroaryloxy, — h e t e roaryloxyalky l , 
ary l a l kyl, — h e t e roary l alkyl, — aryla l k e ny l , — h e t e roaryla l k e ny l , — cy a noa l ky l , 

dicyanoa l ky l , carboxamidoa l ky l , d i carboxam i doa l ky l , 

cyanocarboalkoxy al ky l , carboalkoxyalky l , d i ca r boa I koxy a I ky I , 

cyanocycloa l ky l , d i cy a nocyc l oalkyl, c a rboxam i docyc l oa l kyl, 

d i c a rbox a m i docyc l oa l ky l , carboa l koxycyanocyc l oa l kyl, 

carboa l koxycyc l oa l ky l , — d i carboa l koxycycloalky l , — formy l alky l , — acy l a l ky l , 

d i a l koxyphosphono al ky l , d i aralkoxyphosphono al ky l , phosphonoa l ky l , 

d i a l koxy p h os p h o n o a I koxy, d i ar al koxyphosphonoa l koxy, 

phosphonoa l koxy, d i a l koxyphosphonoa l kylamino, 

diaralkoxyphosphonoalky l am i no, phosphonoa l kylamino, 

dia l koxyphosphonoalky l , diara l koxyphosphonoa l ky l , guan i d i no, am i d i no, 
and acylam i no; 

a compound having a structure corresponding to Formula II 
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wherein X is selected from the group consisting of -S-, -S(O)-, and -S(0) 2 -, 
R 12 is selected from the group consisting of C r C6 alkyl, C 2 -C 6 alkenyl, C 2 -C 6 
alkynyl, C r C 5 alkoxy-Ci alkyl, and C r C 5 alkylthio-Ci alkyl wherein each of these 
groups is optionally substituted by one or more substituent selected from the 
group consisting of -OH, alkoxy, and halogen, R 18 is selected from the group 
consisting of -OR 24 and -N(R 25 )(R 26 ), and R 13 is selected from the group 
consisting of -H, -OH, -C(0)-R 27 , -C(0)-0-R 28 , and -C(0)-S-R 29 ; or R 18 is -N(R 30 )- 
, and R 13 is -C(O)-, wherein R 18 and R 13 together with the atoms to which they are 
attached form a ring; or R 18 is -0-, and R 13 is -C(R 31 )(R 32 )-, wherein R 18 and R 13 
together with the atoms to which they are attached form a ring, wherein if R 13 is - 
C(R3 21 )(R 32 )-, then R 14 is -C(0)-0-R 33 ; otherwise R 14 is -H, R 11 , R 15 , R 16 , and 
R 17 independently are selected from the group consisting of -H, halogen, CrC 6 
alkyl, C 2 -C 6 alkenyl, C 2 -C 6 alkynyl, and C r C 5 alkoxy-Ci alkyl, R 19 and R 20 
independently are selected from the group consisting of -H, CrC 6 alkyl, C 2 -C 6 
alkenyl, C 2 -C6 alkynyl, and C1-C5 alkoxy-Ci alkyl, R 21 is selected from the group 
consisting of -H, -OH, -C(0)-0-R 34 , and -C(0)-S-R 35 , and R 22 is selected from the 
group consisting of -H, -OH, -C(0)-0-R 36 , and -C(0)-S-R 37 ; or R 21 is -O-, and R 22 
is -C(O)-, wherein R 21 and R 22 together with the atoms to which they are attached 
form a ring; or R 21 is -C(O)-, and R 22 is -0-, wherein R 21 and R 22 together with the 
atoms to which they are attached form a ring, R 23 is Ci alkyl, R 24 is selected 
from the group consisting of -H and C r C6 alkyl, wherein when R 24 is CrCe alkyl, 
R 24 is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, R 25 is selected from 
the group consisting of -H, alkyl, and alkoxy, and R 26 is selected from the group 
consisting of -H, -OH, alkyl, alkoxy, -C(0)-R 38 , -C(0)-0-R 39 , and -C(0)-S-R 40 ; 
wherein when R 25 and R 26 independently are alkyl or alkoxy, R 25 and R 26 
independently are optionally substituted with one or more moieties selected from 
the group consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl; or R 25 is -H; 
and R 26 is selected from the group consisting of cycloalkyl, heterocyclyl, aryl, and 
heteroaryl, R 27 , R 28 , R 29 , R 30 , R 31 , R 32 , R 33 , R 34 , R 35 , R 36 , R 37 , R 38 , R 39 , and R 40 
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independently are selected from the group consisting of -H and alkyl, wherein 
alkyl is optionally substituted by one or more moieties selected from the group 
consisting of cycloalkyl, heterocyclyl, aryl, and heteroaryl, wherein when any of 



R11 d12 p13 p14 d15 p16 p17 p18 D1q9 p20 p21 p22 p23 p24 p25 p26 p 27 
,K ,K ,K ,K , K ,K , K ,Kiy,K ,rv ,K ,r\ ,r\ ,r\ ,r\ ,r\ , 

R 28 , R 29 , R 30 , R 31 , R 32 , R 33 , R 34 , R 35 R 36 , R 37 , R 38 , R 39 , and R 40 independently is a 



moiety selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy, 
alkylthio, cycloalkyl, heterocyclyl, aryl, and heteroaryl, then the moiety is 
optionally substituted by one or more substituent selected from the group 
consisting of -OH, alkoxy, and halogen; 

and wherein the compound is selected from the group consisting of: 



S-r2-r(1-lminoethvl)amino1ethvn-2-methvl-L-cvsteine. dihvdrochloride; 




NH 



2HCI 




NH 



2HCI 



2-rrr2-rf1-lminoethyl)amino1ethvnthio1methvn-0-methvl-D-serine. 

dihvdrochloride; 




NH 



2HCI 
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S-r2-r(1-lminoethyl)amino1ethvn-2-ethvl-L-cvsteine, dihydrochloride; 



CH 3 

NH H3C _i N h 2 

H 3 (r^ N'^^ Svx/ ^C0 2 H 
2HCI 



2-rrrr2-(1-lminoethvnamino1ethvnthio1methvn-D-valine. dihydrochloride; 



NH s H 3 C NH 2 

H 3 C ^^C0 2 H 
2TFA 

S-r2-(1-lminoethvlamino)ethvn-2-methvl-(D/L)-cvsteine. bistrifluoroacetate: 




§ H 3 C x NH 2 
C0 2 H 

2HCI 



(2/?)-2-Amino-3rr2-r(1-iminoethvnaminolethvl1sulfinvl1-2-inethvlpropanoic 

acid, dihydrochloride; and 
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? H 3 C x NH 2 

C0 2 H 
2HCI 



(2R)-2-AminO"3rf2-r(1-iminoethyl)amino1ethvl1sulfonvn-2-methvlpropanoic 
acid dihydrochloride, 



a compound r e pr e s e nt e d by Formula III 




III 



wh e r ei n: 

R 4 * is H or methyl; and 
R 42 is H or m e thy l ; 

a compound of formu l a I V 




IV- 

a compound of Formu l a V: 
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NH 

V 

wh e r ei n: 

R 43 i s s o loctod from th e group cons i sting of hydrogen, halo, C ^-C^ a l ky l and 
G 4 -Gg. a l kyl substituted by a l koxy or one or more halo; 

R 44 is so l oct o d from the group consist i ng of hydrogen, halo, C ^-G^ a l ky l and 

G4-G5 a l kyl substituted by alkoxy or one or more ha l o; 

R^-is-Gi-Gg alkyl or C4 -G5 alkyl bo substitut e d by alkoxy or one or more 

ha l o; 

a compound of Formula VI: 



C0 2 H 




VI 



wh e r e in: 

R 46 4s-G: r G5_ a l ky l , said C i-Gs- alky l optiona l ly subst i tuted by ha l o or alkoxy, 
sa i d a l koxy optiona ll y substituted by on e or mor e ha l o; 
a compound of Formu l a VI I 
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wh e r ei n: 

R 47 i s sol o ctod from tho group consist i ng of hydrogen, halo, C i-Gs- alky l and 
G1-G5 al ky l subst i tut e d by alkoxy or one or mor e halo; 
R 48 i s so l octod from tho group consisting of hydrogen, ha l o, C i-C^ a l ky! and 
G4-G5 a l ky l subst i tuted by a l koxy or ono or moro halo; 

R 49 is C 4-G5 a Iky I or C 4-G5 alkyl be substituted by alkoxy or o n e o r more 
ha l o; 

a compound of Formula VI II 




wh e r e in: 

R §0 4s-C4-C5- a l ky l , sa jd C i-Gs- alky l opt i ona ll y subst i tuted by ha l o or a l koxy, 
said a l koxy optiona l ly subst i tut e d by ono or mor o ha l o; 
a compound of formu l a I X 
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R- 



50 



R 



51 




H 

N- 



1 




CQ 2 H 



NH 



whoro i n: 



R i s se l ect e d from th e group cons i st i ng of hydrog e n, halo, and C i- 

C^ alky l , sa i d C 4 -G^ a l kyl optiona ll y substituted by h al o or al koxy, sa i d 

a l koxy opt i ona ll y subst i tut e d by on e or mor e halo; 

R M i s selected from the group cons i sting of hydrogen, ha l o, and C 4 - 

C^ alky l , sa i d C i-G^ a l ky l optiona ll y subst i tut e d by ha l o or a l koxy, sa i d 

a l koxy opt i ona ll y subst i tuted by on e or more ha l o; 

R 52 i s Ci -Gs- a l ky l , sa i d C ^-G^ a l ky f opt i ona ll y substituted by halo or 

a l koxy, sa i d a l koxy opt i onally subst i tut e d by one or more ha l o; 

R 53 i s se le cted from the group cons i sting of hydrogen, halo, andC *- 

C^ a l ky l , said C i-G^ a l kyl optiona ll y subst i tuted by ha l o or al koxy, said 

a l koxy opt i ona ll y subst i tut e d by on e or more ha l o; and 

R^i s s ele ct e d from th e group cons i st i ng of ha l o and C ^-G^ a l ky l , said 

C^-Cs- a l ky l opt i ona ll y subst i tuted by ha l o or alkoxy, sa i d a l koxy 

opt i ona ll y substitut e d by on e or mor e ha l o; 

a compound of formu l a X 



R 



55 



NH 2 




X 



wh e r ei n: 
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R 55 i s Ci -Gs -a l ky l , said C 4-Gg_ alky l optional l y substituted by ha l o or 
alkoxy, sa i d a l koxy opt i ona ll y subst i tut e d by on e or mor e h al o. 

a compound having the formula XI 



2S -a m i no - 6 - [(1 -i m i noothyl)am i no] - N - (1 H - totrazol - 5 - y l ) hoxanam i do, hydrate, 
d i hydrooh l or i d e 

XI 

A compound of formu l a X II : 




NH 



NH2 



CH 3 



NH 2 



h 2 nT 




N 



C0 2 H 




hydroxy al ky l , and C 4- 4 ha l o al ky l ; 



a compound of Formu la X III , Formu la X I V or Formu la XV: 
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Q R ! 



58 



(C(R 70 )H) m 



(C(R 67 )H) q — (C(R D0 )H) r — C (C(R Dy )R'°) n — A 



,68 



69vr>75 x 



V 



72 



N 



W 



Formu l a X III ; 




•(C(R 69 )R 75 ) n — A 



N 



z^x 



Y 

Formu l a X I V; or 



N 
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Formu l a XV; 



wh e r ei n: 

A is -R w ,-OR M , C(0)N(R 56 )R 57 , P(0)[N(R 56 )R S7 }2T-N(R S6 )C(0)R 57 r- 
N(R 76 )C(0)OR 56 1 -N(R 56 )R ?6 T 

-N(R ?4 )C(0)N(R 5 6 )R 74 , - S(0) t R 56 1 -SQ 2 NHC(0)R 5 6 , - NHS0 2 R*V- 

SQ 2 NH(R 56 )H, - C(0)NHS0 2 R" , and CH-NOR 56 ! 
oach X, Y and Z arc i ndop o ndont l y N or C(R 49 )j 

each U i s N or C(R 60 ), provided that U i s N only whon X i s N and Z and Y aro 

H P 74 - 

V is N(R 58 ), S, O or C(R 58 )H7 
Each W i s N or CH; 

Q i s chos e n from tho group cons i sting of a d i rect bond, - C(O) - , - 0 - , -C(=N- 

R 56 ) , S(0) t , and N(R 64 H 

m i s z e ro or an i nt e ger from 1 to 4 ; 

n i s zero or an integer from 1 to 3; 

q is z e ro or on e ; 

r i s zero or one, prov i d e d that when Q and V aro hotoroatoms, m, q, a nd r 
cannot a ll b e z e ro; 

whon A is - OR ^ ? -N(R 56 )C(0)R 57 1 --N(R 74 )C(0)OR 57 r -N(R §6 )R ?6 r- 

N(R ?4 )C(0)N(R 56 )R ?4 , - S(0)« R " (whore t i s zero), or NHSO aR 77 , n, q, and r 
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cannot a ll b e z e ro; a nd wh e n Q i s a hetoroatom and A is -OR 56 ! 
NjR*)C(0)R W T-4^ - S(Q)t R j 
(when t i s z e ro), or - NHSO 2R 7 * , m and n cannot both be zero; 
t i s zero, one or two; 




i s an opt i ona ll y substituted N - hotorocyc l y l ; 



is an opt i ona l ly subst i tut e d carbocyc l y l or opt i onal l y 
subst i tut e d N - h e t e rocycly l ; 

e ach R 56 and R 57 ar e ind e p e nd e ntly chosen from th e group consisting of 
hydrogen, opt i ona l ly substituted -G4 -C20 a l ky l , opt i ona l ly s ubstituted 
cyc l oalky l , 

-{Go-Cg a l ky l ] - R 64 HC2-G 8 alk o nyll^ V-EGy-Cg a l kynyll - R 64 ^^ a l kylJ - R 65 
(opt i ona l ly subst i tuted by hydroxy), -[C^-Csl-R 66 (opt i ona ll y subst i tuted by 
hydroxy), optiona ll y subst i tuted hotorocyc l y l ; 

or-R 56 and R 57 tog e ther w i th the nitrogen atom to wh i ch they are attached is 
an opt i ona ll y substituted N - h e t e rocyc l yl; 

R 58 i s chos e n from the group cons i sting of hydrog e n, a l ky l , cyc l oalky l , 
opt i onal l y subst i tuted aryl, ha l oa l ky l , - [C i-G g a l ky l ] - C(0)N(R 56 >R §7 T 

_rp, -f!o nlkvll- N fR^lR 57 IT , a lkvll-R 63 - tC - >-C . a n lkPv ll-R 65 

alkylJ - R 66 , and hotorocyc l y l (opt i ona l ly subst i tuted by on e or mor e 
subst i tutonts so l octod from tho group cons i st i ng of ha l o, a l kyl, a l koxy and 
i m i dazo l y l ); 

or whon Q i s N(R 58 )- or a d i rect bond to R *Vr w may addit i ona ll y b e 
am i nocarbonyl, 
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a l koxycarbony l , a l kylsu l fony l , monoa l ky l aminocarbony l , 

d i alky la m i noc a rbony l and C f- NR 7 3 )-^^ 

or - Q - R 58 t a kon togothor r e pres e nts C(0)OH, - C(0)N(R 56 )R 57 ^f 




O 



R i s chosen from the group consisting of hydrogon, alkyl, ary l , ara l ky l and 
cyc l o a lky l ; 

Provided that wh o n A i s R 56 or - OR 56 ^ 59 cannot bo hydrogen, and whon V 
is CH, R 5 9 may add i tional l y be hydroxy; 

R 60 i s chosen from the group cons i sting of hydrogon, a l ky l , aryl, ara l ky l , 
haloa l kyl, 

optionally subst i tuted a ra l ky l , opt i onally substituted ary l , - OR ** , -S(0)rR*% 
N(r^r%^^ )C(0)N(R ^ R *V-[Gq-Ss 
a l ky l ] - C(H)[C(0)R ^} 2 and - [C o-G g a l kyl] - C(0)N(R 5€ )R^f 
R ^ i s chos e n from th e group consist i ng of hydrog e n, a l ky l , cyc l oa l ky l , 
-{Gi-Os al kyl] - R g3 H^2-C8 ]alkyl]-R 65 H^4^8 alk yl j- R 66 , a cy l, - C (0) R 63 T 
- C(O) — [Gi-Gg a l kylj - R 63 , a l koxycarbonyl, opt i on a l l y substituted 
ary l oxycarbonyl, opt i ona ll y subst i tuted ara l koxycarbony l , a l ky l su l fonyl, 
opt i on all y substituted ary l , opt i onal l y subst i tuted hot e rocyc l yl, 
a l koxyc a rbony l a l ky l , carboxya l ky l , optiona ll y subst i tuted ary l su l fony l , 
am i nocarbony l , monoa l ky l am i nocarbony l , dia l ky l aminocarbonyl, option all y 
substituted ary l am i nocarbonyl, aminosu l fony l , 
monoa l kylam i nosu l fonyl d i a l ky l am i nosu l fonyl, arylaminosulfony l , 
ary l su l fony l am i nocarbony l , opt i ona ll y substitut e d N - h e terocycly l , -C(=NH)- 
N(CN)R 5€ , -C(0)R 78 -N(R 56 }R 57 , - C(0) - N(R 56 )R 78 - C(0)OR 56 f 
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eaoh-R 63 and R 84 ar c ind o p o nd o nt l y chos o n from tho group cons i st i ng of 
ha l oa l kyl, 

cyc l oalkyl, (opt i onally subst i tuted w i th ha l o, cyano, alkyl or a l koxy), 
carbocyc l yl (opt i onal l y subst i tuted w i th ono or moro subst i tuonts soloctod 
from th e group consist i ng of h al o, a l ky l and alkoxy) and h e t e rocyc l yl 
(optional l y subst i tuted w i th a l ky l , aralkyl or a l koxy); 
each R 65 i s independent l y chos o n from th o group cons i st i ng of ha l o, 
a l koxy, optiona ll y 

substituted ary l oxy, optiona ll y substituted aralkoxy, opt i onal l y subst i tuted 

- S^lr R 77 , acy l amino, amino, monoalky l am i no, dia l ky l am i no, 

(tr i ph o ny l mothy l )amino, hydroxy, morcapto, alky l sulfonam i do; 

each R 66 i s i ndopondont l y choson from tho group consisting of cyano, 

d i (a l koxy)a l ky l , 

carboxy, a l koxycarbonyl, aminocarbonyl, mono al ky l am i nocarbonyl a nd 
d i alky l aminocarbony l ; 

each R^^VR^r^VR 72 , and R 75 are ind o pondont l y hydrogen or alkyl; 
e ach R 74 i s i ndependently hydrog e n, a lkyl, opt i ona l ly subst i tut e d a ryl, 
opt i ona ll y 

subst i tut e d a ralkyl or cycloa l kyl; 

R 73 i s hydrog e n, N0 2 , or to l uonesu l fonyl; 

each R 74 i s ind e p e ndent l y hydrogen, a l ky l (opt i onal l y subst i tuted with 
hydroxy), 

cyc l opropy l , ha l o or ha l oalkyl; 

e ach R 76 is i nd e p e nd e ntly hydrog e n, a l kyl, cyc l oa l kyl, optiona l ly 
subst i tut e d ary l , 

opt i ona ll y subst i tuted ara l kyl, - C(0)R 77 or - SO ^R 77 ! 

oi^R 76 tak e n tog e ther with R 56 and th e n i trogon to which thoy ar e attach e d i s 
a n optiona l ly 

subst i tut e d N - hotorocyc l y l ; 
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of-R 76 tak o n tog o thor with R 74 and tho nitrog e n to wh i ch th o y aro attach e d i s 
an opt i ona ll y 

substituted N - h o t e rocyc l y l ; 

e ach R 7 * i s independ e nt l y alkyl, cycloa l ky l , opt i ona ll y substituted ary l or 
opt i onal l y 

subst i tuted aralkyl; and 

R* 8 i s an am i no a c i d r e s i du e ; and 




or a pharmaceutical^ acceptable salt or prodrug of any of said inducible nitric 
oxide synthase inhibitors. 



Claim 23. (original) The method of Claim 22 wherein the antimicrobial 
compound comprises an antibiotic compound. 

Claim 24 (original) The method of Claim 22 wherein the antimicrobial 
compound comprises at least one compound selected from the group consisting 
of the following: amoxicillin, clarithromycin, rifabutin, bismuth subsalicylate, 
metronidazole, and tetracycline. 

Claim 25 (original) The method of Claim 22 further comprising 
administering to the subject an amount of an antisecretory compound or 
pharmaceutical^ acceptable salt thereof or prodrug thereof, wherein the amount 
of the inducible nitric oxide synthase selective inhibitor, the amount of the 
antibiotic compound and the amount of the antisecretory compound together 
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constitute an amount effective against the condition or disease of the 
gastrointestinal tract. 

Claim 26 (original) The method of Claim 25 wherein the antisecretory 
compound comprises a proton-pump inhibitor. 

Claim 27 (original) The method of Claim 26 wherein the antisecretory 
compound comprises omeprazole. 

Claim 28 (original) The method of Claim 25 wherein the antisecretory 
compound comprises an H 2 .receptor anatagonist. 

Claim 29 (original) The method of Claim 28 wherein the antisecretory 
compound comprises ranitidine. 

Claim 30. (original) The method of Claim 22 wherein the antimicrobial 
compound comprises a double anti-microbial composition consisting of a 
combination of two compounds selected from the group consisting of the 
following: amoxicillin, clarithromycin, rifabutin, bismuth subsalicylate, 
metronidazole, and tetracycline. 

Claim 31 (original) The method of Claim 22 wherein the condition or 
disease of the gastrointestinal tract is selected from the group consisting of 
inflammatory bowel disease, Crohn's disease, ulcerative colitis, peptic ulcer 
disease, gastric ulceration, duodenal ulceration, esophagitis, gastritis, ileitis, 
colitis, gastroesophageal reflux disease, irritable bowel syndrome, irritable bowel 
syndrome, paralytic ileus and diarrhea. 

Claim 32 (original) The method of Claim 22 wherein the condition 

or disease of the gastrointestinal tract is inflammatory bowel disease. 

Claim 33 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is Crohn's disease. 

Claim 34 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is ulcerative colitis. 
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Claim 35 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is peptic ulcer disease. 

Claim 36. (original) The method of claim 35 wherein the condition or 
disease of the gastrointestinal tract is gastric ulceration. 

Claim 37 (currently amended) The method of claim 23§ 22 wherein the 
condition or disease of the gastrointestinal tract is duodenal ulceration. 

Claim 38 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is gastritis. 

Claim 39 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is ileitis. 

Claim 40 (original) The method of claim 22 wherein the condition or 

disease of the gastrointestinal tract is colitis. 

Claim 41 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is esophagitis. 

Claim 42 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is gastroesophageal reflux disease. 

Claim 43 (original) The method of claim 22 wherein the condition or 
disease of the gastrointestinal tract is irritable bowel syndrome. 
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